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rn1 . P , fC / M tr.TJMENTS 

Accents submitted an Amendment After Final on August 4, 2003. in response to *e 
App ubmi 4 2003 mthe ^-referenced application. The Amendment 

final Office Action mailed lime 4, 2003, in me ao 

Aft erFinal was not emcred by the Examine, The Advisory 

!L that new Claim 44 induced a specif, species, e.g.. .mine adds, and would require 
further search and consideration. 

representative in a teiephone in™. As suggested by the Examiner, Appl icants are 
Emitting this Second Amendment After Final without new claims 42-44. Applicants aUo note 
with appreciation the Examiner's agreement to reconsider the remaining am, ndments and 
following remarks. 

This is in response to the final Office Action mailed June 4, 2003, in the above- 
referenced application. Applicants respectfully request entry of the foregoing claim 
amendment, The amendments do not add new issues for consideration by .he Exammer. The 
amendments merely incorporate subject matter previously considered by the Exammer m 
dependent claim form into the independent claims, hi the alternative. Applicants respectfully 
request entry of the foregoing claim amendments because the amendments place the clanns mto 

better form for appeal. 

Pg Bsndesi claim 29 recites water. «m~M« nartlcles with a coprecipltant hayjs&a 
■^w.^cht o f- i "™ Clajg 22 is ranged and the snjaeej matter rected 
^ h„ been h^aiatej ^ SSt independent claims Accordingly 

„.» „„„ Mn , cla i - gjnendasnts do not intrndnc e uew mager for consideration by the 
ganyner heenns . fee amendme^ merely inrorporate snbject matter from a pend jsS 
, T ^^ cjahn into M ladjaauiSllt claims. Dependent claims 5 and , 0 are amended to 
correspond to independent claims 1 and o from which they depend. Suppo rt for this amendment 
may be found in. for example, claim 29 as filed and in the description on page 6. hnes 8- 22 of 
the application as originally filed. 
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• ■ Record are addressed below in the order presented in ihe final Office 
USC Section 103 as obvious over Randen et al. Applicants 

dehydrates bio.ogical molecule coate* thereon. The independent Can, ,s are amended to 

the subject matter of dependent claim 29 and to recite that the 
^lecuiarweightl^l^- Applicants respectfully submit** tins amendmen does 
not adversely affect the scope of protection available to Applicants, including any protecuon 
afforded under the doctrine of equivalents. The amendment merely incorpo, ates subject matter 
that has been before the Examiner throughout prosecution. 

Applicants have discovered that such water soluble particles may be formed by adnuxmg 
^ueouaaolouonofabiolog^ 

misc ib.eorgamc solvent. The water soluble particles are formed almost immediately. One 
technical advantage provided by the invention by the formation of ad^rat S dmaoromo»ecu.e 

is the stabilization of such molecules. 

Randen et al- only describe the formation of S tardi based particles .nd make no 

Examiner's attention is directed to column 2 on the front page of Randen , al. and the paragraph 
under the heading Precipitation of Enzymes with Starch' whemin starch w,m a molecular wetgbt 
of 12,700 and 100,00 is disclosed. Thus Randen et al. suggest, if anything, that the process 
described therein is restricted or limited to the use of polymers. 

The present invention uses a process of rapid dehydration of biolo L Leal macromolecu.es 

In contrast to Randen et al., me coprecipitate of the claimed invention is a low molecular wc lg ht 
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compound (i.e., less than 1,000 Da). Accordingly Applicants submit that the claimed invention 

used by Randen ct al. have very different properties as compared to smaller roagents or 
Ipolda having a molecular w ; eight of less than 1 ,000 Da as claimed. On, silled uv the art 
woumnot expeot smaUer reacts or compounds (,e. less than 1,000 Da) would rc*ct ma 
similar fashion to that of a large polymer. Accordingly, there is therefore no monvatmn from the 
teachingofRandmetaLf^a^ 

In addition, the billing process referred to in Randen et al. would result in quite Afferent 
particles than that of the present invention. The Randen et a), milting process would takejfle 
e23 tin £ off the surface, resulting* a particle with no biological macromoleculc coatmg. The 
^illingprocesswillalsoresultinalarge distribution of particle sizes. This .. in contrast to the 
present invention, which, as sboW in the Figures, results in a small size dis.ribut.on. 

In summary the claimed Mention recites coprecipitants of Jessthan LQ00J2a. Randen et 
al is directed to a process usinglpolymeric precipitants, as exemplified by the starch with a 
molecular weight of 12,700 andlOO.OO. Randen et al. do not teach or sugg.*tthe use of small 
molecular weight coprecipitant as claimed, and there ,s no motivation to modify the large starch 
polymer of Randen et al. Further, the Randen et al. milling process would actually remove 
coating from the surface of the particles. Applicants accordingly subject that the claimed 
invention is both novel and nonobvioas in view of Randen et al. and respec tfully request 
[. withdrawal of this rejection. 

j Claim 22 and 32 are rejected under 35 USC Section 103 as unpatentable over Novo WO 

97/34919. Applicants offer the! following comments. 

The Novo publication relates to a method of obtaining profem crys' alg,. The process 
described in Novo would not result in water soluble particles comprising a coprecipitant core and 
a dehydrated biological macroiioleculc coated thereon as recited in the pr.sent claims. 

Additionally, it is clearfiom Example 1 that the proteins formed h:.ve, at least, a 
molecular weight of greater than 20 kD. In contrast, the present invention relates to having a 
coprecipitant less than 1,000 Da as recited in the new claims. 
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AppUcautsrespectfuUyreauest withdraw, ^ , Q3 . 

Claims 1 -5, 13-21, 23, and 26-34 arc rejected under 35 USC Section 1 03 P 
overU-S. Patent No. 5,98,353 tdHawkms eta!. andEP 356,239 to Langley et al. Apphcants 

offer the following comments. 

Hawkins e, al. is directed ;to a process for preparing a stabilized enzyme dtsperston 
whereinpardcles are initialiypJducen with proteininah^ state. The drying of the 

5) Thus, a fundamental difference between the present invention and that of Hawlons et al. « 
that tine biological macromolecuie in thedaimcd invention is dehyd^ted wi.ereas inHawions et 
al. the protein is initially produced in a hydrated state. 

The Office points to ColLn 2 of Hawkins et al. with regard to polyners having a 
molecular weight ftom 1,000 Da. However, Hawkins et al do not teach or suggest here, or 
elsewhere, using a coprcipitatuj with a molecular weight of less than 1,000 Da. The Examiner s 
attention is also directed column 2, line 51, where Hawkins et al. state that " We generally prefer 
tousemolecmarweightsabovekoOO". Additionally, in Table 2 in column 11, it appears that as 
the molecular weigh, decreases *he biological activity decreases, so that the skilled person would 
have no motivation to use a copirecipitant less than 1 ,000 Da. 

further, column 1 , line h, of Hawkins et al. states that a codispersion in water ts formed. 
This is not the same as forming! particles. In fact, in view of the dispersion being in water, 
Applicant submits that even if particles are formed, they cannot be water-soluble. 

Langley et al. differs in several respects iron, the claimed invention as well. Langley et 
al is directed to an emulsification process which requires an amphipathic polymeric stabler. 
This stabilizer must be able to interact with both the polymer and the non-, >olar organic solvent 
phase. The only polymer exemplified in Langley ct al. is the ionic polymer ammomum 
polyacrylate, which has a molecular weight of 30,000 (see Example 1). Additionally, on column 
6, lines 1 7-1 8, the polymers are said to have a molecular weight of 4,000 1o 300,000. 
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Pmthermore, the described in Langley « a, will «* - an ***** 

tmoughout apolymermatrix and hence** a coating on the copreemttant L,.n«ley * ah wdl 

mereo n wherein the coprecipitant ha, a molecular weight of less than ! .000 1 * 

Accordingly, nether neither Hawkins ct al. Langley et al, conned smgly or 
together, teach or suggest the claimed invention. Neither teach nor suggest fe use of 
copredphants havillg . molecular weight of .ess than 1 .000 Da. Hawkins et aL produces a 
hyoratedproducnotadehydratedproduct. Langley et al. produce a product with enzyme 
dLnbuted throughout apolyrner matrix, andnot acoating. Thus Applicants respectfully request 
withdrawal of this rejection as well. 

Concjnsiod 

In summary, the cited art.does not teach or suggest water soluble particles compnsmg a 
coprecipitant core with a dehydrated biological macromolecule coated thereon. Further the crted 
art does not teach or suggest the use of a coprecipitant with a molecular wei ght less than 1 .000 
Da. Accordingly Applicants respectfully submits that the claimed invention is novel and 
nonobvious and request withdrawal of the rejections of record. 

The rejections of record having been addressed above in full. Applicants respectfully 
submit that the claimed invention is in condition for allowance, which action is respectfully 
solicited. Should the Examiner have any questions regarding the foregoing it is respectfully 
requested that the Examiner contact Ihe undersigned at her convenience. 

It is not believed that extensions of time or fees for net addition of , laims are required, 
beyond those that may otherwise be provided for in documents accompany ing this paper. 
However in the event that additional extensions of time are necessary to a llow consrderanon of 
this paper, such extensions are hereby petitioned under 37 CFR § 1.136(a). and any fee requtred 



PAGE 15/40 ' RCVD AT 12111201)3 4:09:52 PM [Eastern Standard Time] • SVMSPTO-EFXRMI • DNIS:8729306 ' CSID:7043316090 ' DURATION (mm-ss):13-4S 



12/01/2003 16; 13 FAX 7043316090 



ALSTON BIRD LLP 



@]016 



Appl.No.: J 0/007,257 
Filed: November 1 3, 2001 
£agel5 : — — 



Account No. 16-0605. 

Respectfully submitted, 

Melissa B. Pendleton 
Registration No. 35,459 

Customer No. 00826 
ALSTON & BIRD LLP 

Bank of America Plaza 

101 South Tryon Street, Suite 4000 

Charlotte, NC 28280-4000 

Tel Charlotte Office (704) 4440 000 

Fax Charlotte Office (704) 444-1 111 

CLT01M621707vl 

CERTIFICATION OF FACSIMILE TRANSMISSION 
872-9306 on ihe date shown below. 




T? ff 9 enAer 1.200 L 



Date 



PAGE 16/40 * RCVD AT 12/1/2003 4:09:52 PM [Eastern Standard Time] ■ SVR:USPTO€F XRF-1/1 * DNIS:8729306 * CSID:7043316090 * DURATION (mm-ss):1348 



